[Role of glutathione S-transferase pi in tumor drug resistance].
To establish the cytologic expressing system for the glutathione S-transferase pi (GST-pi) cDNA. The pSV-GT, a recombinant plasmid containing rat GST-pi cDNA and the pSV-neo, a vector plasmid, were transfected the HeLa cells respectively and then G418 resistant colonies were isolated. The degree of the expression of GST-pi mRNA in the resultant cell lines was estimated by in situ hybridization using Digoxin-labelled probe cDNA. Cytotoxicity of variant anticancer drugs on the transfected cells were estimated by MTT assays. Two subclones, HeLa/pSV-GT, and HeLa/pSV-neo, which transfected respectively by pSV-GT and pSV-neo, were established. HeLa/pSV-GT expressed significantly high degree of the GST-pi mRNA, where as both the HeLa/pSV-neo and the HeLa cell lines showed the similar but negligible degree of the GST-pi mRNA expression. Moreover, HeLa/pSV-GT cells were insensitive to adriamycin, mitomycin C, and cisplatinum as compared to HeLa/pSV-neo. Concentrations of adriamycin producing 50% inhibition (IC50) to HeLa/pSV-GT was 70.13 micrograms/ml, highly elevated 6.78-fold of that of HeLa/pSV-neo, to which IC50 was 10.34 micrograms/ml.IC50 of mitomycin and cisplatinum to HeLa/pSV-GT were 10.95 and 16.52 micrograms/ml respectively, slightly but significantly higher than those to HeLa/pSV-neo, which were 7.48 and 13.70 micrograms/ml. But the cytotoxicity of vincristine on the two cell lines were not significantly different. These findings suggeste that HeLa/pSV-GT cell line, after being transfected with GST-pi cDNA, acquired drug-resistance property and the overexpression of GST-pi mRNA may contribute to the multidrug resistance of HeLa/pSV-GT cells. This cell line, as a stable cytogenetic system, will contribute more for the observation of GST-pi and drug resistance.